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Participants 

Philip Morris 

Don Leyden 
Jan Oey 

Klaus Rustemeier 
Georg Schepers 
Tony Tricker 
Klaus von Holt 
Roger Walk 

Covance 
Paul Cooper 
Mel Feit 
Joe Herring 
Mike Klawikowski 
Mary Kay Krogull 
Keith Phillips 
Jill Schultz 

The following items were discussed: 

Nicotine and Metabolites in Urine 
09/11/01 

K. Phillips explained that although recoveries are low, the assay as currently validated, would be 
acceptable to regulatory agencies. The protocol was followed and chromatograms are clean. Additional 
experiments were done using a different cartridge. Recoveries were improved for 3-hydroxycotinine and 
cotinine (~I00%), but recoveries for nicotine (~50%) decreased. Precision and accuracy can not be 
determined without a full validation. 

Keith indicated that PM has two options: authorize sample analysis with the current validated method or 
produce a new assay (delay in timeline, added cost). 

K. Rustemeier asked how the two method compare. M. Bentley indicated that the cleanest extraction is 
obtained with the first cartridge used. He also commented that the recoveries for nicotine could probably 
be improved but accuracy and precision have not yet been assessed. 

Don Leyden indicated that the current method is acceptable to move forward with sample analysis for the 
pilot study; however, we should look at revising the method prior to analyzing samples for the main study. 

All agreed that the current method was acceptable to move forward with sample analysis. Jan Oey 
indicated that he would discuss with R. Walk before we proceed. 

09/13/01 

Recovery data obtained from using a different cartridge was shared with PM. Keith summarized the 
discussion that took place on 09/11 for those that we not present. R. Walk indicated that he is concerned 
about the variability in the recoveries. M. Bentley indicated that the variability is an artifact due to the 
efficiency of the cartridge at the different concentrations. Recoveries were calculated based on the peak 
areas of the inter-day QC samples that were included in the recovery validation batch, and show far less 
variability. J. Oey requested that we send the data tables that include the additional recovery data. 
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ACTION: M. Bentley (done). 

R. Walk asked about the status of the glucuronide method. M. Bentley indicated that they should be able 
to validated that method, but further work was put on hold to the issues with the nicotine method were 
resolved. 

R. Walk agreed that the nicotine validation was acceptable based on the additional recovery data and asked 
if others agreed. T. Tricker agreed. K. Rustemeier indicated that a more robust assay with greater 
recoveries is need for the main study. K. von Holt would like documentation that details how we assess 
recovery. 

ACTION: M. Bentley 

PM asked how long it would take to validate the glucuronide method. M. Bentley indicated that new 
solutions/reagents need to be prepared due to the delay. Method validation would take approximately 2 
weeks. Samples for the non-conjugated method would not be run before the glucuronide method is 
validated. 

K. von Holt inquired how we handle specifications that are out of range. M. Bentley indicated that the 
LOQ would be altered; however, if the LOQ can’t be altered, the procedure used to achieve the LOQ 
would be documented. 

NNAL and NNAL-Glncuronide Validation 

Additional costs for validation work were not brought to the attention of Philip Morris prior to the work 
being done. M. Kay Krogull explained that this is a very labor-intensive method and that chemists were 
added to work nights and weekends in order to meet the timeline. There were also issues with sensitivity 
that were resolved but required some of the validation work to be repeated. Because of the urgency to 
complete the validation, the additional costs were overlooked and not brought to the attention of the 
program manager. R. Walk accepts that added costs but indicated that he will have a difficult time 
presenting this to his management for approval. R. Walk requested that all price increases be presented to 
Philip Morris for review prior to the work being done. J. Herring stressed that Covance will pay more 
attention to costs. 

ACTION: J. Schultz to remind team to send any additional costs to her for approval by PM prior to 
performing work (done). 

Validation data were discussed briefly due to poor telephone line connections. M. Klawikowski asked how 
values below the LLOQ should be reported. M. Bentley indicated that a footnote should be included to 
indicate result was below the LLOQ but some of the compound was detected. Klaus von Holt questioned 
the variabilily in the data. M. Feit responded that he felt the values would tighten up as experience with the 
method increases. 

Jan Oey sent a fax with corrections to the validation data. M. Klawikowski will correct the tables and send 
on 09/14/01. 

ACTION; M. Klawikowski (done). 
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M. Klawikowski indicated that due to sample size, repeat analysis is limited. M. Klawikowski asked how 
to report results, for runs when the calibration curve fails. M. Bentley indicated that the values should be 
reported, but data should be footnoted to indicate that the run did not meet acceptance criteria. Two 
additional standards (low and high end) could be added. Further discussions will take place during another 
conference call. 

ACTION: J. Schultz to scheduled call to discuss NNK validation data the week of 09/17/01. 
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